Research, Washington DC, USA. Shigella infections are characterized by invasion of epithelial surfaces. A 140 megadalton plasmid was shown to be responsible for the expression of virulence. This plasmid encodes several outer membrane proteins, which are absent in the plasmid free avirulent organisms. As invasion does not occur in immune subjects, it seemed of interest to study the immune response to the plasmid coded proteins (PCP), and to compare it with the response to the somatic antigen, lipopolysaccharide (LPS).
the expression of virulence. This plasmid encodes several outer membrane proteins, which are absent in the plasmid free avirulent organisms. As invasion does not occur in immune subjects, it seemed of interest to study the immune response to the plasmid coded proteins (PCP), and to compare it with the response to the somatic antigen, lipopolysaccharide (LPS).
Five monkeys were infected by a S. flexneri 2a strain. Blood was drawn at 0,7,14,30 days post infection. Rectal biopsies were taken at the same time, and cultured for 24 hrs. Blood and culture media immunoglobulins were measured and characterized by ELISA and immunoblotting techniques.
PCP were found to be of major importance in the immune response IgG serum antibody to PCP reached a higher titer than that to LP$ and persisted longer. A similar IgA and IgG response was found in the intestine. Four PCP protei~ls were recognized by most animals, as determined by immunoblotting. This new information suggests that the PCP serve a major role in the host response to infection, and deserve further studies to clarify their role in the pathogenesis of shigellosis. Mucosal DNA levels paralleled these changes. A subsequent study demnstrated rapid reversal of impairment of mcosal hyperplasia following reinstitution of EFA containing diets. Hepatic triene:tetraene ratios confirmed EFA deficiency in the palmitic acid group. EFA deficiency impaired mcosal adaptation following resection. This effect was reversible, and may explain stimlatory effects of long chain triglycerides on mcosal hyperplasia.
DIFFERING IMMUNE MECHANISMS TRIGGERING AUTOIMMUNTTY IN PRIMARY SCLEROSING CEOLANGITIS (PSC) AND AUTOIMMUNB

CHRONIC ACTIVE HEPATITIS (aCAH) OF CHILDHOOD
G.Mieli-Vergani,A.Lobo-Yeo,AP Mowat, D.Vergani.Depts. Child Health 5 Immunology, King's College Hospital London. PSC histological features may resemble those of aCAH and increased autoantibody and IgC levels are found in both conditions. PSC, however, is less responsive to innunesuppressants. To investigate whether this derives from differences in regulatory and/or effector immune mechanisms we have studied 7 children with PSC, 14 with aCAH and 26 healthy children as controls. Lymphocyte cytotoxicity values to autologous hepatocytes were similarly elevated in 5 children with PSC (meankSD, 50i9b) and in 7 with kCAH (53k168) studied. In contrast, T suppressor number and Con-A induced function were normal in patients with PSC (23.5+3.1% and 50.8t5.3%), but siDificantly decreased in children with aCAH (15.8+4.7% and 7.6i6.53, when compared to controls (24.2?5.4%, pt0.02 and 51.7k4.0, pt0.01 Rank Test). In 7 PSC patients percentages of activated T cells expressing HLA-DR (4.4i1.22) or IL2r (0.2k0.3%) were similar to controls (2.92k0.396 and 0.14i 0.206) while significantly increased numbers of both were found in 14 aCAH patients (6.3i2.7, pt0.05 and 18.0k3.2 ptO.OO1). Our data suggest that liver damaging effector mechanisms are similarinPSC and aCAII but factors triggering autoimmunity differ. While in aCAII autoimmunityprobably derives fromdefectiveT-dependent immune regulation in PSCitcouldresult fronElym~hocytepolyclona1 activation bybassing T cells. In a recent American study it was found that 17 of 25 patients with extrahepatic biliary atresia had I5G antibodies to reovirus type-3 as compared with only 3 of 37 age matched controls. However, an European Sroup found antibodies to reovirus type-3 in only 13 of 28 patients and in 15 of 30 controls. So it was concluded that reovirus is not an important cause of biliary atresia in Europe.
We have performed an identical study using a similar serologic method. IgG antibodies to reovirus type-3 were detected in 16 of 23 neonates with extrahepatic biliary atresia (70%), while only 14 of 35 age-matched controls were positive (40%) ( p < 0.05).
We also tested maternal blood of 16 children with biliary atresia. Fourteen mothers had IyG antibodies against reovirus (88%), while 5 of 7 controls (70%) were positive. To investigate the occurrence of a recent infection in the mothers, we tested these maternal sera for IgM antibodies. Three out of sixteen mothers of infants with biliary atresia had high titres of IgM antibodies to reovirus. None of seven controls was positive.
These results suggest a major role for reovirus type-3 infection in the causation of extrahepatic biliary atresia. In addition, infection of the mother could be important in the pathogenesis of biliary atresia in their children. Glucose sodium co-transport remains intact in enterotoxinmediated diarrhoea, hence the rationale for rehydration with oral glucose electrolyte solutions. Using a technique of in situ perfusion in whole rat small intestine after e x p o s u r e~l e r a toxin (75pg for 2 hours) we evaluated the ability of seven different ORS (Glucose 1 1 1 or 202 m mol/l, sodium 35-90 m mol/l, osmolality 270-320 mOsm/kg, ratio of glucose: sodium concentration 1.2-5.8), to reverse net water secretion to absorption. Water absorption ( + ) in pl/min/g of dry wt intestine occurred with all ORS but was greater from ORS with a glucose: sodium ratio of 1.9
than from ORS with ratios of 1.2 and 5. than from the five ORS with glucose 111 m mol/l. (range + 37.8 2
